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Patients at thromboembolic risk with non-valvular AF can now be managed either with a vitamin K 
antagonist (VKA) or with a fixed-dose of a non-VKA oral anticoagulant (NOAC), whilst patients with 
valvular AF have been restricted to VKAs on the basis of a potentially higher risk and different mechanism 
of thrombosis, and the lack of sufficient data on the efficacy of NOACs. The terms “non-valvular AF” and 
“valvular AF” have not been however consistently defined. “Valvular” AF has included any valvular 
disorder, including valve replacement and repair. 
In AF with rheumatic mitral disease, observational studies strongly suggest that VKA treatment is valuable. 
These patients have not been included in NOAC trials, but there is also no stringent argument to have 
excluded them. This is at sharp variance from patients with mechanical valves, also excluded from the 
pivotal phase III trial comparing warfarin with NOACs, but in whom a single phase-II trial of dabigatran 
etexilate against VKA treatment was stopped prematurely because of increased rates of thromboembolism as 
well as increased bleeding associated with dabigatran. Until more data are available, such patients should be 
therefore managed with VKAs.  
We here propose an open-label randomized trial of one of the NOACs against the best-of-treatment available 
in regions of the world in which rheumatic heart disease is still highly prevalent, aiming at showing the 
superiority of the NOAC used against current standard treatment. 
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Despite the same electrophysiologic abnormality, the risk of stroke and systemic embolism in atrial 
fibrillation (AF) ranges from <1%/year to >20%/year and can be assessed by simple clinical risk factors 1. 
This has led to the gradual adoption of vitamin K antagonist (VKA) oral anticoagulation as a preventive 
strategy for most patients with AF, unless clearly identifiable to be at very-low-risk 2, 3. The recent 
availability of non-VKA oral anticoagulants (NOACs) is likely to increase the number of AF patients treated 
with these drugs for stroke prevention in the future. In some such patients atrial appendage occlusion devices 
are now also a viable alternative 3. 
All the pivotal trials comparing VKAs with the NOACs in AF have enrolled patients with so-called “non-
valvular” AF and excluded patients at particularly high risk of thromboembolism, such as those with AF 
accompanying mitral stenosis or patients with mechanical prosthetic valves 4-7. The reasons for not recruiting 
these patients in trials testing NOACs also included the possibility that the pathogenesis of 
thromboembolism may be substantially different from other types of AF. The distinction between “valvular” 
AF and “non-valvular” AF however still remains uncertain, with variable definitions adopted in the NOAC 
trials. This has led to therapeutic confusion, well illustrated by a recent web-based survey among over 500 
Italian physicians mainly involved in the prescription of anticoagulants to AF patients. Here only 57.1% of 
the cardiologists and 67.9% of the internists agreed that the existing definitions of non-valvular AF (e.g. 
from guidelines) were sufficiently clear 8.  
Because of this, we recently reviewed the literature related to the thromboembolic risk in AF in the presence 
of the various types of “valvular” heart diseases; definitions of the term in different trials with NOACs; and 
the use of the term in current and recent guidelines 9. Specifically, we addressed the risk of 
thromboembolism in AF with or without various forms of valvular heart disease; and the qualitative type of 
thrombus forming in such conditions, as both have implications for treatment 9. Conclusions of this analysis 
were that some forms of “valvular” heart disease accompanied by AF are an area where further 
investigation for the use of NOACs is warranted. This seems to be the case for AF accompanying 
mitral stenosis. 
 
Thromboembolic risk in mitral stenosis, with or without atrial fibrillation 
 
In the pre-surgery and pre-anticoagulant therapy era mitral stenosis was estimated to be responsible of 25% 
of all deaths from systemic embolism 10-12. Up to 80% of patients with mitral stenosis and systemic embolism 
show AF on the ECG. One third of embolic events occur within 1 month of the onset of AF, and two thirds 
occur within 1 year 13. 
Correlation between the occurrence of embolism and mitral orifice dimensions or even the presence or 
absence of heart failure symptoms is not strict 12, 14, 15, and embolism can be the first manifestation of mitral 
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stenosis 11, or it can occur in patients with mild mitral stenosis, even before the development of dyspnea 10, 11, 
13. It is also controversial whether patients with mitral stenosis but without AF or a previous embolic event 
are at higher risk for embolic events. This has resulted in low-grade recommendations for oral anticoagulants 
in moderate-to-severe mitral stenosis even in the absence of AF in recent guidelines 16-18. 
At the other extreme, patients with mitral stenosis and AF who have experienced an embolic event have 
recurrences at a rate of 15 to 40 events per 100 patient-months 14, 19-22, which is the highest rate of 
thromboembolism ever reported in AF.  
 
Thrombi in mitral stenosis, even in the absence of AF, appear to have a much more frequent location out of 
the left atrial appendage, and being much more often “giant”, even in recent literature 23-31. Attempts have 
been made in finding predictors of its formation outside of or in addition to the classical risk factors 32-36, but 
with uncertain results. 
 
The conclusion of this analysis is that AF with mitral stenosis, essentially on a rheumatic basis, is the 
form of AF with native valves with the highest risk of thromboembolism, probably related to the low-
flow patterns occurring in the left atrium in such a condition, and with a frequent location of the 
thrombus outside of the left atrial appendage. In moderate and severe mitral stenosis thrombi may 
also occur in the absence of AF. The pathogenesis of thrombosis in such conditions is at the highest 
extreme of the spectrum of the low-flow patterns generally occurring in other forms of AF due to the 
lack of coordinated left atrial contraction, in this specific case exacerbated by the obstruction to LA 
emptying due to the presence of a stenotic mitral valve orifice. Such patients have never been 
randomized between alternative treatments, but there are also no speficic reasons, at sharp variance 
from intra-cardiac thrombi occurring, with or without AF, in the presence of mechanical heart valves, 
to hypothesize a differential response to various anticoagulants. 
 
 
THE MAGNITUDE OF THE PROBLEM 
 
Rheumatic fever is still the most common cause of acquired heart disease in children and young adults 
worldwide. Although the incidence of rheumatic fever has declined sharply in most developed areas of the 
world, the disease remains a major problem in many developing countries. In addition, there are fluctuations 
in the incidence of the disease over time, the reasons for which remain only partially understood. In many 
developing countries the incidence of acute rheumatic fever approaches or exceeds 100 per 100,000 37. As to 
rheumatic heart disease, of which mitral stenosis is a hallmark, the prevalence has been estimated at 0.6 per 
1000 in the United States, but up to 21.0 per 1000 in Asia, 15.0 per 1000 in Africa, and 17.0 per 1000 in 
South America 37. With an anticipated and conservative incidence of thromboembolism of at least 2 episodes 
per 100 patients/year in the overall population of patients with mitral stenosis (of any severity), with or 
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without AF, one can calculate that countries such as India, Pakistan, Egypt and other North African 
countries, Brazil and several Arab countries, accounting for at least 2 billion people worldwide, suffer an 
incidence of thromboembolic stroke due to this disease at least around 4.000.000 (4 million) per year. 
Experience with the use of vitamin K antagonists (VKAs) in conditions where such treatments are available 
shows that this is a largely preventable burden. 
 
 
PROBLEMS WITH THE USE OF VITAMIN K ANTAGONISTS IN AREAS OF THE WORLD 
WITH HIGH PREVALENCE OF MITRAL STENOSIS 
 
There are no randomized trials examining the efficacy of anticoagulation (essentially VKAs) in preventing 
embolic events specifically in patients with mitral stenosis. Current recommendations are only based on 
retrospective studies showing a 4- to 15-fold decrease in the incidence of embolic events with 
anticoagulation in these patients 14, 20. Although with a high grade (Class I) because of the wide differential 
between treatment and no treatment, such recommendations are all level of evidence B in the case of mitral 
stenosis plus AF 17 (Class of recommendation and level of evidence not graded in the latest ESC Guidelines 
18).  
As indicated above, in recent guidelines there are also low-grade recommendations for oral anticoagulants in 
moderate-to-severe mitral stenosis even in the absence of AF 16-18. Specifically, current recommendations are 
Class IIb in the absence of AF [according to the presence of echocardiographic criteria of an enlarged left 
atrium and/or spontaneous echo-contrast (level of evidence B or C, respectively)] in the latest ACC/AHA 
Guidelines 17; recommendation class IIa, level of evidence C in the latest ESC Guidelines 18. 
The potential of VKAs in reducing the thromboembolic burden in mitral stenosis is however considerably 
hampered by the inability of achieving good quality of anticoagulation. In the setting of the Atrial 
Fibrillation Clopidogrel Trial With Irbesartan for Prevention of Vascular Events (ACTIVE)-W trial, 
comparing the efficacy of warfarin with the combination of aspirin plus clopidogrel in non-valvular AF, a 
post-hoc analysis evaluated times in therapeutic range (TTRs) of patients on VKAs. Here TTRs for patients 
under warfarin were used to calculate the mean TTR for each of 526 centers and 15 countries participating in 
the trial 38. Proportional-hazards analysis, with and without adjustment for baseline variables, was performed, 
with patients stratified by TTR quartile and country. A wide variation in TTRs was found between centers, 
with mean TTRs for centers in the 4 quartiles of 44%, 60%, 69%, and 78%. For patients at centers with TTR 
above the study median warfarin had a marked benefit, reducing vascular events by >2-fold (relative risk, 
2.14; 95% confidence interval, 1.61 to 2.85; P<0.0001). However, for patients at centers below the median 
TTR (65%) no treatment benefit was demonstrated, as measured by relative risk for vascular events of 
clopidogrel plus aspirin versus warfarin (relative risk, 0.93; 95% confidence interval, 0.70 to 1.24; P=0.61). 
Mean TTR also varied between countries from 46% to 78%, and relative risk (clopidogrel plus aspirin versus 
warfarin) varied from 0.6 to 3.6 (a 5-fold difference!). A population-average model predicted that TTR of 
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58% would be needed to be confident that patients would benefit from being on warfarin. Below this level 
there appears to be little benefit of warfarin over antiplatelet therapy 38. Below this TTR level, among the 15 
countries participating in ACTIVE-W, were countries such as South Africa (46.3%) Brazil (47.1%), Russia 
(53.4%) and Poland (55.3%). 
Similarly, an analysis of the RE-LY trial was carried out to assess efficacy and safety of dabigatran 
compared with warfarin for stroke prevention in AF at different levels of international normalized ratio 
(INR) control, assessed as each centre’s mean TTR (cTTR) in the warfarin population 39. The authors found 
that for all vascular events, non-hemorrhagic events, and death, advantages of dabigatran were greater at 
sites with poor INR control than at those with good INR control (albeit the interaction between quality of 
INR control and such outcomes was not formally statistically significant), overall pointing to the plausible 
hypothesis that local standards of care affect the relative benefits with the use of new treatment alternatives. 
From this analysis, countries with cTTR below the level of 58% (the threshold conservatively derived from 
the previous analysis 38), included Taiwan (44%), Mexico (47%), Peru (48%), Romania (49%), India (49%), 
Colombia (53%), Russia (53%), Brazil (54%), China (55%), Korea (55%), Greece (56%), Thailand (56%), 
Malaysia (56%), and Poland (57%) 39 (Figure 1).  
 
There is a wide overlap of poor quality of anticoagulation, as obtained from center-derived information and 
taken as an approximation of the country quality of anticoagulation, and the distribution of rheumatic heart 
disease and mitral stenosis in the world. Recently published data from the Global Rheumatic Heart Disease 
Registry (the REMEDY study) 40 show that oral anticoagulants (VKAs) were prescribed in 69.5% of patients 
with rheumatic heart disease and an indication for anticoagulation. Prescription was relatively high (91.6%) 
in patients with a mechanical valve, intermediate (68.6%) of patients with AF, and very low (20.3%) in those 
with mitral stenosis in sinus rhythm with either dilated left atrium or left atrial thrombus (high-risk mitral 
stenosis in sinus rhythm). Independent of prescriptions, however, of the patients on OACs for the recognized 
indications, 12.2% had had no INR monitoring, whereas 34.1% had only one to three INR tests in the 6 
months preceding enrollment in the registry. The INR at enrolment was subtherapeutic in 32.7%, therapeutic 
in 28.3%, and above the therapeutic range in 17.7%, with no INR testing on the remainder of 21.4%. Sixty 
percent of participants were unaware of the therapeutic range of INR 40. Estimates of anticoagulation quality 
are likely even over-optimistic, as derived from centers involved in clinical trials, with likely high 
motivation, probably overestimating the average anticoagulation quality in such countries. 
This information reliably tells us that in vast areas of the world where mitral stenosis is an important 
cause of stroke and systemic embolism, treatment with VKAs, with the well-known barriers to its 
optimization, is not a trustable and reliable treatment for stroke prevention. Alternative treatments, 
such as aspirin, possibly being given in such countries, are likely to be here reasonable alternative to 
badly controlled VKAs and remain a possible standard of therapy, despite their well-known inferiority 







On the basis of these considerations, we believe it would be highly desirable to test the hypothesis of a 
superiority of any of the NOACs so far tested in AF in the setting of moderate/severe mitral stenosis, 
with or without concomitant AF, compared with “standard therapy”, consisting of the local treatment 
protocols, with either aspirin, or other antiplatelet agents—as single agent or in combination—or 
locally used VKAs. 
 
Key elements for this trial would be: 
1. An open-label design, increasing feasibility 
2. A comparison with the standards of care for thromboembolic prophylaxis, which may consist of 
antiplatelet agents (aspirin in most cases); or VKAs, but in which case the quality of INR control is to be 
expected as being poor 
3. A superiority design, which we consider rational on the basis of the considerations highlighted above 
4. To be conducted in countries, such as Mexico, Brazil, Egypt, South Africa, India, China, etc., where 
centers exist recruiting large numbers of patients with rheumatic heart disease, and where a possibility 
exists of patient follow-up 
5. Ideally with one of the NOACs available for once-daily use, considering the importance of practical 
aspects of long-term treatments in countries where difficulties in ensuring patients’ education to the 
importance of therapeutic adherence are higher than in developed countries 
6. Ideally with the same dosages of the NOACs used in pivotal trials in AF. 
 
While most of the above points are self-explicatory, the issue of the choice of the appropriate NOAC dosing 
requires some further reasoning and explanation.  
Besides the obvious advantage of the widest documentation of efficacy and safety, the following elements of 
knowledge argue for keeping the same “standard” NOAC dosing schemes already adopted and tested in the 
large 4 pivotal AF trials against warfarin in “non-valvular” AF 4-7: 
(a) despite the clearly higher thromboembolic risk of mitral stenosis compared with classical “non-
valvular” AF, there has never been a clear demonstration that a higher intensity of 
anticoagulation with VKAs is here warranted. Indeed, current guidelines 2, 3, 42, 43 and standard 
practice continue to recommend the same 2.0-3.0 INR for atrial fibrillation accompanying mitral 
stenosis, similarly to other types of AF; 
(b) for anticoagulation in atherothrombotic prophylaxis, such as post-myocardial infarction, the 
higher anticoagulation intensity (3.0-4.5 or similar) previously recommended and used in some 
trials 44-47 has never itself been demonstrated to be more effective (or more advantageous), than 
the standard 2.0-3.0 intensity 48; 
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(c) wherever a higher intensity VKA therapy is used, specifically in some settings of mechanical 
valve antithrombotic prophylaxis (e.g., with an unfavorable – tricuspid, mitral or pulmonary – 
mechanical valve position, in the presence of a medium- or high-thrombogenicity mechanical 
valve, or in the presence of comorbidities), its rationale is relatively weak 18, 49, and indeed not 
adopted in the ACC/AHA Guidelines 50; 
(d) in conditions of mechanical heart valves, the attempts of using one NOAC (dabigatran etexilate) 
in the RE-ALIGN study 51 at dosages (220 mg B.I.D.) higher than those used in “non-valvular” 
AF in the RE-LY trial 4 has certainly resulted in much and prohibitively higher rates of bleeding, 
without any evidence of increased efficacy 51. 
Therefore, on the background of a “standard” anticoagulation intensity used in mitral stenosis for 
VKAs, and of the considerable bleeding risk entailed by higher-than-standard NOAC dosing, we 
would strongly advise to use, in an advocated trial in mitral stenosis, the same NOAC dosages used in 
the pivotal “non-valvular” AF trials. 
 
STATISTICAL CONSIDERATIONS AND CALCULATION OF SAMPLE SIZE 
 
In the Apixaban VErsus acetylsalicylic acid to Reduce the Risk Of Embolic Stroke (AVERROES) trial 52, 
which was a comparison of the factor Xa inhibitor apixaban with aspirin in patients with AF at a raised risk 
of stroke, but who were considered not suitable candidates or were unwilling to receive VKA therapy, 
apixaban proved significantly superior to aspirin for preventing stroke and systemic embolism (hazard ratio 
with apixaban, 0.45; 95% confidence interval [CI], 0.32 to 0.62; P<0.001), therefore with a 55% reduction of 
the primary endpoint.  
 Considering that some of the patients recruitable in this study may also receive VKA therapy, which 
is likely to be not well controlled anyhow for the considerations highlighted above, we hypothesize a 
more conservative hazard ratio of the NOAC vs the local standard-of-care of 0.70 (30% relative risk 
reduction in the primary endpoint of stroke and systemic embolism). Calculations of sample size will 
allow variations of this estimate up to 0.80. 
 We hypothesize to recruit patients with moderate or severe mitral stenosis [standard echo criteria of a 
mitral valve area <1.5 cm2 (measured by planimetry and the pressure-half-time method, which are 
complementary)], according to current guidelines 18, 50. In such patients the rate of stroke is to be 
considered in the order of 5-10 per 100 patients/year, since including also patients without AF. 
 We hypothesize recruiting in at least two countries (e.g., Mexico and South-East China), where we 
have preliminarily inquired the feasibility and willingness of local doctors to participate. 
 




Assuming an alpha error of 0.05; a beta error of 0.20 (statistical power of 0.80); a dropout/withdrawal rate of 
5% per year; a NOAC/standard of care groups ratio of 1:1; using a log-rank test, the overall sample sizes that 
would be required with various combinations of stroke rates (from 5% to 10%), NOAC efficacy over the 
standard of care (hazard ratios 0.70; 0.75; 0.80); and study duration (1 to 3 years), are reported in Table 1. 




A randomized trial of one of the NOACs against the best-of-treatment available in regions of the world 
in which rheumatic heart disease is still highly prevalent, aiming at showing the superiority of the 















[1] Olesen JB, Lip GY, Hansen ML, Hansen PR, Tolstrup JS, Lindhardsen J, et al. Validation of 
risk stratification schemes for predicting stroke and thromboembolism in patients with atrial 
fibrillation: nationwide cohort study. Br Med J 2011; 342: d124. 
[2] Camm AJ, Kirchhof P, Lip GY, Schotten U, Savelieva I, Ernst S, et al. Guidelines for the 
management of atrial fibrillation: the Task Force for the Management of Atrial Fibrillation 
of the European Society of Cardiology (ESC). Europace 2010; 12: 1360-1420. 
[3] Camm AJ, Lip GY, De Caterina R, Savelieva I, Atar D, Hohnloser SH, et al. 2012 focused 
update of the ESC Guidelines for the management of atrial fibrillation: an update of the 
2010 ESC Guidelines for the management of atrial fibrillation--developed with the special 
contribution of the European Heart Rhythm Association. Europace 2012; 14: 1385-1413. 
[4] Connolly SJ, Ezekowitz MD, Yusuf S, Eikelboom J, Oldgren J, Parekh A, et al. Dabigatran 
versus warfarin in patients with atrial fibrillation. N Engl J Med 2009; 361: 1139-1151. 
[5] Patel MR, Mahaffey KW, Garg J, Pan G, Singer DE, Hacke W, et al. Rivaroxaban versus 
warfarin in nonvalvular atrial fibrillation. N Engl J Med 2011; 365: 883-891. 
[6] Granger CB, Alexander JH, McMurray JJ, Lopes RD, Hylek EM, Hanna M, et al. Apixaban 
versus warfarin in patients with atrial fibrillation. N Engl J Med 2011; 365: 981-992. 
[7] Giugliano RP, Ruff CT, Braunwald E, Murphy SA, Wiviott SD, Halperin JL, et al. 
Edoxaban versus warfarin in patients with atrial fibrillation. N Engl J Med 2013; 369: 2093-
2104. 
[8] Molteni M, Polo Friz H, Primitz L, Marano G, Boracchi P, Cimminiello C. The definition of 
valvular and non-valvular atrial fibrillation: results of a physicians' survey. Europace 2014; 
16: 1720-1725. 
[9] De Caterina R, Camm AJ. What is 'valvular' atrial fibrillation? A reappraisal. Eur Heart J 
2014. 
[10] Wood P. An appreciation of mitral stenosis: II. Investigations and results. Br Med J 1954; 1: 
1113-1124. 
[11] Wood P. An appreciation of mitral stenosis. I. Clinical features. Br Med J 1954; 1: 1051-
1063; contd. 
[12] Rowe JC, Bland EF, Sprague HB, White PD. The course of mitral stenosis without surgery: 
ten- and twenty-year perspectives. Ann Intern Med 1960; 52: 741-749. 
11 
 
[13] Olesen KH. The natural history of 271 patients with mitral stenosis under medical treatment. 
Br Heart J 1962; 24: 349-357. 
[14] Abernathy WS, Willis PW, 3rd. Thromboembolic complications of rheumatic heart disease. 
Cardiovasc Clin 1973; 5: 131-175. 
[15] Caplan LR, D'Cruz I, Hier DB, Reddy H, Shah S. Atrial size, atrial fibrillation, and stroke. 
Ann Neurol 1986; 19: 158-161. 
[16] Butchart EG, Gohlke-Barwolf C, Antunes MJ, Tornos P, De Caterina R, Cormier B, et al. 
Recommendations for the management of patients after heart valve surgery. Eur Heart J 
2005; 26: 2463-2471. 
[17] Bonow RO, Carabello BA, Chatterjee K, de Leon AC, Jr., Faxon DP, Freed MD, et al. 2008 
Focused update incorporated into the ACC/AHA 2006 guidelines for the management of 
patients with valvular heart disease: a report of the American College of 
Cardiology/American Heart Association Task Force on Practice Guidelines (Writing 
Committee to Revise the 1998 Guidelines for the Management of Patients With Valvular 
Heart Disease): endorsed by the Society of Cardiovascular Anesthesiologists, Society for 
Cardiovascular Angiography and Interventions, and Society of Thoracic Surgeons. 
Circulation 2008; 118: e523-661. 
[18] Vahanian A, Alfieri O, Andreotti F, Antunes MJ, Baron-Esquivias G, Baumgartner H, et al. 
Guidelines on the management of valvular heart disease (version 2012). Eur Heart J 2012; 
33: 2451-2496. 
[19] Daley R, Mattingly TW, Holt CL, Bland EF, White PD. Systemic arterial embolism in 
rheumatic heart disease. Am Heart J 1951; 42: 566-581. 
[20] Adams GF, Merrett JD, Hutchinson WM, Pollock AM. Cerebral embolism and mitral 
stenosis: survival with and without anticoagulants. J Neurol Neurosurg Psychiatry 1974; 37: 
378-383. 
[21] Laupacis A, Albers G, Dunn M, Feinberg W. Antithrombotic therapy in atrial fibrillation. 
Chest 1992; 102: 426S-433S. 
[22] Manning WJ, Silverman DI, Keighley CS, Oettgen P, Douglas PS. Transesophageal 
echocardiographically facilitated early cardioversion from atrial fibrillation using short-term 
anticoagulation: final results of a prospective 4.5-year study. J Am Coll Cardiol 1995; 25: 
1354-1361. 
[23] You ZH, Yang WC, Chen JD, Lin CC. Giant atrial thrombus. Intern Med J 2011; 41: 67-68. 
12 
 
[24] Chakraborty P, Mukerjee S, Parashar SK, Yadav KG, Ranjan N. Giant left atrial thrombus 
with coronary arteriovenous fistula formation in patient with rheumatic mitral stenosis: a 
case report. Indian Heart J 2011; 63: 203. 
[25] Judas T, Almeida AR, Celeiro MR, Cotrim C, Miranda R, Almeida S, et al. Giant left atrial 
thrombus: an unexpected finding. Rev Port Cardiol 2011; 30: 621-626. 
[26] Lazar AA, Aszalos A, Ober C, Encica S, Scridon T, Iancu AC. "A case of mobile giant left 
atrial thrombus which vascularized with coronary arteries in severe mitral valve stenosis," 
published in Cardiovascular Revascularization Medicine 2010;11(2):71-138. Cardiovasc 
Revasc Med 2011; 12: 235-236. 
[27] Luis SA, Poon K, Luis C, Shukla A, Bett N, Hamilton-Craig C. Massive left atrial thrombus 
in a patient with rheumatic mitral stenosis and atrial fibrillation while anticoagulated with 
dabigatran. Circ Cardiovasc Imaging 2013; 6: 491-492. 
[28] Akcay M, Gulel O, Bahcivan M, Yuksel S. Double giant thrombi in the left atrium in a 
patient with rheumatic mitral valve stenosis and atrial fibrillation. Eur J Cardiothorac Surg 
2013; 44: 1150. 
[29] Peters F, Khandheria BK, Patel AR, Essop MR. Mitral stenosis and pedunculated left atrial 
thrombus: an unusual presentation. Eur Heart J Cardiovasc Imaging 2013; 14: 117. 
[30] Rider OJ, Malhotra A, Newton JD. Free floating left atrial ball thrombus: a rare cause of 
stroke. J Stroke Cerebrovasc Dis 2013; 22: e238-239. 
[31] Santos PM, Lopez EB, Barrio EE, Marrupe LH, Valtierra JJ, Gonzalez FP, et al. Massive 
left atrium thrombus. Int J Cardiovasc Imaging 2014; 30: 67. 
[32] Undas A, Rozanska M, Stepien E, Pfitzner R, Sadowski J. Architecture of intra-atrial 
thrombi in patients with severe mitral stenosis. J Heart Valve Dis 2009; 18: 496-498. 
[33] Manjunath CN, Srinivasa KH, Panneerselvam A, Prabhavathi B, Ravindranath KS, Rangan 
K, et al. Incidence and predictors of left atrial thrombus in patients with rheumatic mitral 
stenosis and sinus rhythm: a transesophageal echocardiographic study. Echocardiography 
2011; 28: 457-460. 
[34] Krishnamoorthy KM. Incidence and predictors of left atrial thrombus in patients with 
rheumatic mitral stenosis and sinus rhythm: a transesophageal echocardiographic study. 
Echocardiography 2012; 29: 876-877. 
[35] Rajappa M, Sunil Roy TN, Raj A, Trehan V, Mallika V. D-Dimer assay as a non invasive 
test for the diagnosis of left atrial Thrombi in Indian patients with Rheumatic MS. Afr 
Health Sci 2013; 13: 584-589. 
13 
 
[36] Ozturk D, Celik O, Akin F, Akturk F, Aslan S, Ozyilmaz SO, et al. Usefulness of the uric 
acid and CHA2DS2-VASC score in prediction of left atrial thrombosis in patients with 
mitral stenosis and sinus rhythm. Cardiol J 2014. 
[37] World Health Organization-WHO. Rheumatic fever and rheumatic heart disease: Report of 
a WHO Expert Consultation, Geneva, 29 October–1 November 2001. Geneva: WHO 2004. 
[38] Connolly SJ, Pogue J, Eikelboom J, Flaker G, Commerford P, Franzosi MG, et al. Benefit of 
oral anticoagulant over antiplatelet therapy in atrial fibrillation depends on the quality of 
international normalized ratio control achieved by centers and countries as measured by time 
in therapeutic range. Circulation 2008; 118: 2029-2037. 
[39] Wallentin L, Yusuf S, Ezekowitz MD, Alings M, Flather M, Franzosi MG, et al. Efficacy 
and safety of dabigatran compared with warfarin at different levels of international 
normalised ratio control for stroke prevention in atrial fibrillation: an analysis of the RE-LY 
trial. Lancet 2010; 376: 975-983. 
[40] Zuhlke L, Engel ME, Karthikeyan G, Rangarajan S, Mackie P, Cupido B, et al. 
Characteristics, complications, and gaps in evidence-based interventions in rheumatic heart 
disease: the Global Rheumatic Heart Disease Registry (the REMEDY study). Eur Heart J 
2015; 36: 1115-1122a. 
[41] Hart RG, Pearce LA, Aguilar MI. Meta-analysis: antithrombotic therapy to prevent stroke in 
patients who have nonvalvular atrial fibrillation. Ann Intern Med 2007; 146: 857-867. 
[42] Fuster V, Ryden LE, Cannom DS, Crijns HJ, Curtis AB, Ellenbogen KA, et al. 2011 
ACCF/AHA/HRS focused updates incorporated into the ACC/AHA/ESC 2006 Guidelines 
for the management of patients with atrial fibrillation: a report of the American College of 
Cardiology Foundation/American Heart Association Task Force on Practice Guidelines 
developed in partnership with the European Society of Cardiology and in collaboration with 
the European Heart Rhythm Association and the Heart Rhythm Society. J Am Coll Cardiol 
2011; 57: e101-198. 
[43] You JJ, Singer DE, Howard PA, Lane DA, Eckman MH, Fang MC, et al. Antithrombotic 
therapy for atrial fibrillation: Antithrombotic Therapy and Prevention of Thrombosis, 9th ed: 
American College of Chest Physicians Evidence-Based Clinical Practice Guidelines. Chest 
2012; 141: e531S-575S. 
[44] Anticoagulants in the Secondary Prevention of Events in Coronary Thrombosis (ASPECT) 
Research Group. Effect of long-term oral anticoagulant treatment on mortality and 
cardiovascular morbidity after myocardial infarction. Lancet 1994; 343: 499-503. 
14 
 
[45] van Es RF, Jonker JJ, Verheugt FW, Deckers JW, Grobbee DE. Aspirin and coumadin after 
acute coronary syndromes (the ASPECT-2 study): a randomised controlled trial. Lancet 
2002; 360: 109-113. 
[46] Smith P, Arnesen H, Holme I. The effect of warfarin on mortality and reinfarction after 
myocardial infarction. N Engl J Med 1990; 323: 147-152. 
[47] Hurlen M, Abdelnoor M, Smith P, Erikssen J, Arnesen H. Warfarin, aspirin, or both after 
myocardial infarction. N Engl J Med 2002; 347: 969-974. 
[48] De Caterina R, Husted S, Wallentin L, Andreotti F, Arnesen H, Bachmann F, et al. Vitamin 
K antagonists in heart disease: current status and perspectives (Section III). Position paper of 
the ESC Working Group on Thrombosis--Task Force on Anticoagulants in Heart Disease. 
Thromb Haemost 2013; 110: 1087-1107. 
[49] Butchart E, De Caterina R. Antithrombotic management in patients with prothetic valves In: 
Moliterno D, Kristensen S and De Caterina R, eds. Therapeutic Advances in Thrombosis. 
New York: Wiley-Blackwell 2013: 246-170. 
[50] Nishimura RA, Otto CM, Bonow RO, Carabello BA, Erwin JP, 3rd, Guyton RA, et al. 2014 
AHA/ACC guideline for the management of patients with valvular heart disease: a report of 
the American College of Cardiology/American Heart Association Task Force on Practice 
Guidelines. J Am Coll Cardiol 2014; 63: e57-185. 
[51] Eikelboom JW, Connolly SJ, Brueckmann M, Granger CB, Kappetein AP, Mack MJ, et al. 
Dabigatran versus warfarin in patients with mechanical heart valves. N Engl J Med 2013; 
369: 1206-1214. 
[52] Connolly SJ, Eikelboom J, Joyner C, Diener HC, Hart R, Golitsyn S, et al. Apixaban in 















 Study Duration: 1 year 
Stroke rate x100 py 5 6 7 8 9 10 
HR: 0.70 2940 2520 2100 1890 1680 1470 
HR: 0.75 3990 3570 3150 2730 2310 2100 
HR: 0.80 6930 5742 4892 4254 3734 3318 
       
 Study Duration: 2 years 
Stroke rate x100 py 5 6 7 8 9 10 
HR: 0.70 1580 1390 1162 1044 926 812 
HR: 0.75 2152 1938 1726 1482 1270 1164 
HR: 0.80 3732 3110 2668 2334 2050 1822 
       
 Study Duration: 3 years 
Stroke rate x100 py 5 6 7 8 9 10 
HR: 0.70 1144 990 848 744 684 594 
HR: 0.75 1554 1372 1242 1086 940 846 
HR: 0.80 2652 2210 1894 1684 1498 1346 
 
Table 1. Overall sample size computation (py = person-years). 
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